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A Brief Note and Request 


The NMCP COVID-19 Literature Report has been produced for over 2 years. These reports take 
significant time and effort to produce. As the 100th issue approaches, | want to touch base with 
the people who read the reports and ask: 


e What value do these report have to you? Have they made a difference in decision 
making or impacted patient care? 
e Should these reports continue? If they do, how can they best support what you need? 


| welcome your opinions, suggestions, or any other constructive feedback regarding these 


reports (email usn.hampton-roads.navhospporsva.list.nmcp-library@mail.mil). Thank you! 


The Big Picture 
News in Brief 


"Universal health care could have saved more than 330,000 U.S. lives during COVID" (SciAm; 
see also: PNAS paper below). 


Long Reads 


"How COVID has deepened inequality — in six stark graphics. Troubling data show how the 
pandemic has exacted an unequal toll, pushing tens of millions into poverty and having the 
greatest effects on already-disadvantaged groups" (Nature). 


Special Reports and Other Resources 


GAO: Medical Countermeasure Development for Certain Serious or Life-Threatening Conditions 
(16 June 2022) 


"The Department of Health and Human Services' (HHS) Food and Drug Administration (FDA) 
established the Animal Rule in 2002 to allow for the approval of medical countermeasures 
based on animal efficacy studies when human clinical trials are not ethical or feasible. 
Medical countermeasures are medical products that may be used to prevent, treat, or 
mitigate potential health effects of exposure to chemical, biological, radiological, and 
nuclear (CBRN) agents. GAO found that FDA has undertaken efforts to provide information 
and feedback to developers to support medical countermeasure development under the 
Animal Rule. For example, in 2015 FDA issued guidance clarifying the types of studies and 
data needed to demonstrate product efficacy. FDA has approved 16 medical 
countermeasures under the Animal Rule, 14 of which were approved over the past decade." 


Page 2 of 48 4 Back up to Table of Contents 


NMCP COVID-19 Literature Report #96: Friday, 24 June 2022 
Tracy C. Shields, MSIS, AHIP (Reference Medical Librarian at Naval Medical Center Portsmouth, Library Services) 


JHCHS: Summary of Expert Insights for the US Department of Defense Biodefense Posture 
Review Meeting (09 June 2022) 


"During the meeting, a variety of participants discussed two recurring recommendations: 


1. The DoD, and the nation, would benefit from organizational realignment so that one 
person or office is responsible for biodefense policy across the DoD. This would help 
the Department to plan, build resources, and engage experts. Current efforts that 
shift responsibilities depending upon the nature of the health security crisis—for 
example if it is deliberate or natural, outside the contiguous US (OCONUS) or 
domestic—inhibit coherent planning. 

2. Disinformation is a threat in all aspects of the biodefense posture, ranging from 
operational restrictions to reputational impacts on the United States. The DoD 
should routinely consider how its statements and actions can both enable and 
counter disinformation and take steps to minimize impact. Also, DoD should 
consider using its communications abilities to dissuade other nations from 
developing biological weapons." 


Journal Articles 


PNAS: Universal healthcare as pandemic preparedness: The lives and costs that could have 
been saved during the COVID-19 pandemic (13 June 2022) 


"The fragmented and inefficient healthcare system in the United States leads to many 
preventable deaths and unnecessary costs every year. During a pandemic, the lives saved 
and economic benefits of a single-payer universal healthcare system relative to the status 
quo would be even greater. For Americans who are uninsured and underinsured, financial 
barriers to COVID-19 care delayed diagnosis and exacerbated transmission. Concurrently, 
deaths beyond COVID-19 accrued from the background rate of uninsurance. Universal 
healthcare would alleviate the mortality caused by the confluence of these factors. To 
evaluate the repercussions of incomplete insurance coverage in 2020, we calculated the 
elevated mortality attributable to the loss of employer-sponsored insurance and to 
background rates of uninsurance, summing with the increased COVID-19 mortality due to 
low insurance coverage. Incorporating the demography of the uninsured with age-specific 
COVID-19 and nonpandemic mortality, we estimated that a single-payer universal 
healthcare system would have saved about 212,000 lives in 2020 alone. We also calculated 
that US$105.6 billion of medical expenses associated with COVID-19 hospitalization could 
have been averted by a single-payer universal healthcare system over the course of the 
pandemic. These economic benefits are in addition to US$438 billion expected to be saved 
by single-payer universal healthcare during a nonpandemic year." 
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Beyond COVID 


Mil Med: Hazardous Non-Combat Exposures in the U.S. Department of Defense (21 June 2022) 


"Hazardous non-combat exposures are inherent to military service and occur in three 
settings: installation workplaces, installation environments, and deployment environments. 
Few military clinicians receive training in how to recognize, assess, and manage patients 
with these exposures, and systems improvements are needed to support clinicians with 
respect to exposure recognition and management. 


This commentary highlights key concepts surrounding military non-combat exposures by 
discussing three case examples of exposures occurring in each of these settings. In the 
workplace, well-coordinated, interdisciplinary occupational health teams improve 
identification of exposure-related illnesses, and these teams may be further supported by 
the development of automated clinical decision-support systems. Installation 
environmental exposures are characterized by high perceived risk, uncertainty in estimating 
actual risk, and a wide range of stakeholders including military family members and 
individuals in the surrounding community. 


Recognizing environmental exposure concerns, gathering a thorough environmental 
exposure history, and practicing exposure risk communication are vital skills to address 
these situations. During deployments, exposures may initially be perceived as low risk but 
then become a concern years later. A functional understanding of the capabilities and 
limitations of exposure monitoring and potential health effects of exposures helps the 
military clinician effectively communicate potential health risks to line leaders. For any of 
these exposure settings, service public health centers and OEM specialty leaders and 
consultants are available for consultation." 


COVID-19 Vaccines 
News in Brief 


"Moderna said its Omicron-targeting booster candidate for the fall induced ‘potent’ neutralizing 
antibody responses against the BA.4 and BA.5 subvariants" (Medpage; see also: Moderna press 
release). 
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Journal Articles 


JAMA Intern Med: Comparative Safety of BNT162b2 and mRNA-1273 Vaccines in a Nationwide 
Cohort of US Veterans (13 June 2022) 


"Question: How do risks of adverse events compare after vaccination with BNT162b2 
(Pfizer-BioNTech) vs mRNA-1273 (Moderna Inc) vaccines? 


Findings: In this cohort study of 433 672 US veterans during 38 weeks of follow-up, 
recipients of the BNT162b2 vaccine, compared with recipients of the mRNA-1273 vaccine, 
had an excess per 10 000 persons of 10.9 ischemic stroke events, 14.8 myocardial infarction 
events, 11.3 other thromboembolic events, and 17.1 kidney injury events. Small-magnitude 
differences between the 2 vaccines were seen within 42 days of the first dose, and few 
differences were seen within 14 days of the first dose. 


Meaning: This study’s findings suggest that there were few differences in risk of adverse 
events within 14 days of the first dose of either the BNT162b2 or the mRNA-1273 vaccine 
and small-magnitude differences within 42 days and 38 weeks of the first dose." 


Lancet: Risk of myocarditis and pericarditis after the COVID-19 mRNA vaccination in the USA: a 
cohort study in claims databases (11 June 2022) 


"Background: Several passive surveillance systems reported increased risks of myocarditis 
or pericarditis, or both, after COVID-19 mRNA vaccination, especially in young men. We 
used active surveillance from large health-care databases to quantify and enable the direct 
comparison of the risk of myocarditis or pericarditis, or both, after MRNA-1273 (Moderna) 
and BNT162b2 (Pfizer-BioNTech) vaccinations. 


Methods: We conducted a retrospective cohort study, examining the primary outcome of 
myocarditis or pericarditis, or both, identified using the International Classification of 
Diseases diagnosis codes, occurring 1-7 days post-vaccination, evaluated in COVID-19 mRNA 
vaccinees aged 18-64 years using health plan claims databases in the USA. Observed (0) 
incidence rates were compared with expected (E) incidence rates estimated from historical 
cohorts by each database. We used multivariate Poisson regression to estimate the 
adjusted incidence rates, specific to each brand of vaccine, and incidence rate ratios (IRRs) 
comparing MRNA-1273 and BNT162b2. We used meta-analyses to pool the adjusted 
incidence rates and IRRs across databases. 


Findings: A total of 411 myocarditis or pericarditis, or both, events were observed among 15 
148 369 people aged 18-64 years who received 16 912 716 doses of BNT162b2 and 10 631 
554 doses of MRNA-1273. Among men aged 18-25 years, the pooled incidence rate was 
highest after the second dose, at 1:71 (95% Cl 1:31 to 2:23) per 100 000 person-days for 
BNT162b2 and 2-17 (1:55 to 3-04) per 100 000 person-days for mRNA-1273. The pooled IRR 
in the head-to-head comparison of the two mRNA vaccines was 1:43 (95% Cl 0-88 to 2:34), 
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with an excess risk of 27-80 per million doses (-21-88 to 77-48) in mRNA-1273 recipients 
compared with BNT162b2. 


Interpretation: An increased risk of myocarditis or pericarditis was observed after COVID-19 
mRNA vaccination and was highest in men aged 18-25 years after a second dose of the 
vaccine. However, the incidence was rare. These results do not indicate a statistically 
significant risk difference between MRNA-1273 and BNT162b2, but it should not be ruled 
out that a difference might exist. Our study results, along with the benefit-risk profile, 
continue to support vaccination using either of the two mRNA vaccines." 


Transmission, Exposure, and Surveillance 
News in Brief 
"How months-long COVID infections could seed dangerous new variants" (Nature). 


"The bioethics and biosecurity aspects of targeted wastewater surveillance" (Global 
Biodefense). 


Journal Articles 


Clin Infect Dis: Viral dynamics of Omicron and Delta SARS-CoV-2 variants with implications for 
timing of release from isolation: a longitudinal cohort study (23 June 2022) 


"Background: In January 2022, United States guidelines shifted to recommend isolation for 
5 days from symptom onset, followed by 5 days of mask wearing. However, viral dynamics 
and variant and vaccination impact on culture conversion are largely unknown. 


Methods: We conducted a longitudinal study on a university campus, collecting daily 
anterior nasal swabs for at least 10 days for RT-PCR and culture, with antigen rapid 
diagnostic testing (RDT) on a subset. We compared culture positivity beyond day 5, time to 
culture conversion, and cycle threshold trend when calculated from diagnostic test, from 
symptom onset, by SARS-CoV-2 variant, and by vaccination status. We evaluated sensitivity 
and specificity of RDT on days 4-6 compared to culture. 


Results: Among 92 SARS-CoV-2 RT-PCR positive participants, all completed the initial 
vaccine series, 17 (18.5%) were infected with Delta and 75 (81.5%) with Omicron. 
Seventeen percent of participants had positive cultures beyond day 5 from symptom onset 
with the latest on day 12. There was no difference in time to culture conversion by variant 
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or vaccination status. For 14 sub-study participants, sensitivity and specificity of day 4-6 RDT 


were 100% and 86% respectively. 


Conclusions: The majority of our Delta- and Omicron-infected cohort culture-converted by 
day 6, with no further impact of booster vaccination on sterilization or cycle threshold 
decay. We found that rapid antigen testing may provide reassurance of lack of 
infectiousness, though guidance to mask for days 6-10 is supported by our finding that 17% 
of participants remained culture positive after isolation." 


NEJM: Neutralization Escape by SARS-CoV-2 Omicron Subvariants BA.2.12.1, BA.4, and BA.5 (22 
June 2022) 


Letter to the editor: "We evaluated neutralizing antibody titers against the reference 
WA1/2020 isolate of SARS-CoV-2 along with omicron subvariants BA.1, BA.2, BA.2.12.1, and 
BA.4 or BA.5 in 27 participants who had been vaccinated and boosted with messenger RNA 
vaccine BNT162b2 (Pfizer—BioNTech) and in 27 participants who had been infected with the 
BA.1 or BA.2 subvariant a median of 29 days earlier... 


These data show that the BA.2.12.1, BA.4, and BA.5 subvariants substantially escape 
neutralizing antibodies induced by both vaccination and infection. Moreover, neutralizing 
antibody titers against the BA.4 or BA.5 subvariant and (to a lesser extent) against the 
BA.2.12.1 subvariant were lower than titers against the BA.1 and BA.2 subvariants, which 
suggests that the SARS-CoV-2 omicron variant has continued to evolve with increasing 
neutralization escape." 


BMJ Open: Investigation of the use of a sensor bracelet for the presymptomatic detection of 
changes in physiological parameters related to COVID-19: an interim analysis of a prospective 
cohort study (COVI-GAPP) (21 June 2022) 


"Objectives: We investigated machine learning based identification of presymptomatic 
COVID-19 and detection of infection-related changes in physiology using a wearable device. 


Design: Interim analysis of a prospective cohort study. 


Setting, participants and interventions: Participants from a national cohort study in 
Liechtenstein were included. Nightly they wore the Ava-bracelet that measured respiratory 
rate (RR), heart rate (HR), HR variability (HRV), wrist-skin temperature (WST) and skin 

perfusion. SARS-CoV-2 infection was diagnosed by molecular and/or serological assays. 


Results: A total of 1.5 million hours of physiological data were recorded from 1163 
participants (mean age 44+5.5 years). COVID-19 was confirmed in 127 participants of which, 
66 (52%) had worn their device from baseline to symptom onset (SO) and were included in 
this analysis. Multi-level modelling revealed significant changes in five (RR, HR, HRV, HRV 
ratio and WST) device-measured physiological parameters during the incubation, 
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presymptomatic, symptomatic and recovery periods of COVID-19 compared with baseline. 
The training set represented an 8-day long instance extracted from day 10 to day 2 before 
SO. The training set consisted of 40 days measurements from 66 participants. Based ona 
random split, the test set included 30% of participants and 70% were selected for the 
training set. The developed long short-term memory (LSTM) based recurrent neural 
network (RNN) algorithm had a recall (sensitivity) of 0.73 in the training set and 0.68 in the 
testing set when detecting COVID-19 up to 2 days prior to SO. 


Conclusion: Wearable sensor technology can enable COVID-19 detection during the 
presymptomatic period. Our proposed RNN algorithm identified 68% of COVID-19 positive 
participants 2 days prior to SO and will be further trained and validated in a randomised, 
single-blinded, two-period, two-sequence crossover trial." 


Clin Infect Dis: SARS-CoV-2 Transmission Associated with an Indoor Music Event That Required 
Proof of Full Vaccination Against COVID-19 Prior to Entry-Seattle, July 2021 (20 June 2022) 


"In July 2021, Public Health - Seattle and King County-investigated a COVID-19 outbreak at 
an indoor event intended for fully-vaccinated individuals, revealing unvaccinated staff, 
limited masking, poor ventilation, and overcrowding. Supporting businesses to develop and 
implement comprehensive COVID-19 prevention plans is essential for reducing spread in 
these settings." 


Nature: BA.2.12.1, BA.4 and BA.5 escape antibodies elicited by Omicron infection (17 June 
2022) 


"SARS-CoV-2 Omicron sublineages BA.2.12.1, BA.4 and BA.5 exhibit higher transmissibility 
over BA.2. The new variants' receptor binding and immune evasion capability require 
immediate investigation. Here, coupled with Spike structural comparisons, we show that 
BA.2.12.1 and BA.4/BA.5 exhibit comparable ACE2-binding affinities to BA.2. Importantly, 
BA.2.12.1 and BA.4/BA.5 display stronger neutralization evasion than BA.2 against the 
plasma from 3-dose vaccination and, most strikingly, from post-vaccination BA.1 infections. 


To delineate the underlying antibody evasion mechanism, we determined the escaping 
mutation profiles, epitope distribution and Omicron neutralization efficacy of 1640 RBD- 
directed neutralizing antibodies (NAbs), including 614 isolated from BA.1 convalescents. 
Interestingly, post-vaccination BA.1 infection mainly recalls wildtype-induced humoral 
memory. The resulting elicited antibodies could neutralize both wildtype and BA.1 and are 
enriched on non-ACE2-competing epitopes. However, most of these cross-reactive NAbs are 
heavily escaped by L452Q, L452R and F486V. BA.1 infection can also induce new clones of 
BA.1-specific antibodies that potently neutralize BA.1; nevertheless, these NAbs are largely 
escaped by BA.2/BA.4/BA.5 due to D405N and F486V, and react weakly to pre-Omicron 
variants, exhibiting poor neutralization breadths. As for therapeutic NAbs, Bebtelovimab 
and Cilgavimab can effectively neutralize BA.2.12.1 and BA.4/BA.5, while the $371F, D405N 
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and R408S mutations would undermine most broad sarbecovirus NAbs. Together, our 
results indicate that Omicron may evolve mutations to evade the humoral immunity elicited 
by BA.1 infection, suggesting that BA.1-derived vaccine boosters may not achieve broad- 
spectrum protection against new Omicron variants." 


Treatments and Management 
News in Brief 


"In standard-risk COVID-19 patients, nirmatrelvir/ritonavir (Paxlovid) failed to show a significant 
reduction in hospitalizations or death, with 5 events in the treatment arm and 10 in the placebo 
arm, Pfizer announced" (Medpage; see also: Pfizer press release). 


"New COVID drugs face delays as trials grow more difficult" (Nature). 


Journal Articles 


MMWR: Dispensing of Oral Antiviral Drugs for Treatment of COVID-19 by Zip Code—Level Social 
Vulnerability — United States, December 23, 2021—May 21, 2022 (24 June 2022) 


"What is already known about this topic? Lagevrio and Paxlovid are oral antiviral drugs 
effective at preventing hospitalization and death in patients with mild to moderate COVID- 
19 who are at risk for progression to severe disease. 


What is added by this report? During December 23, 2021—May 21, 2022, 1,076,762 oral 
antiviral prescriptions were dispensed in the United States. The overall number of antivirals 
dispensed increased; however, by the end of the study period, dispensing rates were lowest 
in high vulnerability zip codes, despite these zip codes having the largest number of 
dispensing sites. 


What are the implications for public health practice? Additional public health, regulatory, 
and policy efforts might help decrease barriers to oral antiviral access, particularly in 
communities with high social vulnerability." 


MMWR: Hospitalization and Emergency Department Encounters for COVID-19 After Paxlovid 
Treatment — California, December 2021—May 2022 (24 June 2022) 


"What is already known about this topic? Recurrence of COVID-19 symptoms and positive 
SARS-CoV-2 test results have been reported after completion of Paxlovid oral antiviral 
treatment for COVID-19, but real-world evidence of severe illness following Paxlovid is 
lacking. 
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What is added by this report? COVID-19-related hospital admissions and emergency 
department (ED) encounters occurring 5—15 days after Paxlovid treatment were described 
using data from a large integrated health care system. Reports of such hospitalizations or 
ED encounters occurred infrequently, representing <1% of Paxlovid-treated patients over 
the study period. 


What are the implications for public health practice? When administered as an early-stage 
treatment, Paxlovid might prevent COVID-19-related hospitalization among persons with 
mild-to-moderate COVID-19 who are at risk for progression to severe disease." 


Clin Infect Dis: Delayed Recognition of COVID-19 in New York City: A descriptive analysis of 
COVID-19 illness prior to February 29, 2020 (20 June 2022) 


"Methods: Three-hundred-sixty persons with COVID-like illness were reported to the NYC 
Department of Health and Mental Hygiene (DOHMH) before February 29, but 37 of these 
tested negative and 237 were never tested for SARS-COV-2. Records of 86 persons with 
confirmed COVID-19 and reported symptom onset prior to February 29, 2020, were 
reviewed by four physician-epidemiologists. Case-patients were classified as possible 
delayed recognition (PDR) of COVID-19 when upon medical review the reported onset date 
was believed to reflect the initial symptoms of COVID-19, or insufficient evidence to classify, 
when the onset could not be determined with confidence. Clinical and epidemiological 
factors collected by DOHMH and supplemented with emergency department records were 
analyzed. 


Results: Thirty-nine PDR COVID-19 cases were identified. The majority had severe disease 
with 69% presenting to an ED visit within 2 weeks of symptom onset. The first PDR COVID- 
19 case had symptom onset on January 28, 2020. Only 7 of the 39 cases (18%) had traveled 
internationally within 14 days of onset (none to China). 


Conclusions: COVID-19 was in NYC before being classified as a PHEIC, and eluded 
surveillance for another month. The delay in recognition limited mitigation efforts; by the 
time city and state-wide mandates were enacted,16 and 22 days later, there was already 
widespread community transmission." 


MMWR: COVID-19 Cases and Hospitalizations Among Medicare Beneficiaries With and Without 
Disabilities — United States, January 1, 2020—November 20, 2021 (17 June 2022) 


"What is already known about this topic? Persons with disabilities are at high risk for severe 
outcomes from COVID-19, including death. 


What is added by this report? COVID-19—associated hospitalization rates among disability- 
eligible Medicare beneficiaries (3,148 per 100,000) were approximately 50% higher than 
rates among age-eligible (i.e., >65 years) beneficiaries (2,129 per 100,000), and 
hospitalization rates increased by age in both groups. Among persons with disabilities, 
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American Indian or Alaska Native persons experienced the highest rate of COVID-19-— 
associated hospitalization (4,962 per 100,000). 


What are the implications for public health practice? Efforts to increase access to and 
implementation of COVID-19 prevention and treatment strategies, including vaccination, 
are critical to reducing severe COVID-19—associated outcomes among persons with 
disabilities." 


J Card Fail: Association of Reduced Hospitalizations and Mortality Among COVID-19 Vaccinated 
Patients with Heart Failure (06 June 2022) 


"Background: Patients with Heart Failure (HF) are at high risk for adverse outcomes with 
COVID-19. Reports of COVID-19 vaccine-related cardiac complications may contribute to 
vaccine hesitancy in patients with heart failure (HF). 


Methods: To analyze the impact of COVID-19 vaccine status on clinical outcomes in patients 
with HF, we conducted a retrospective cohort study on the association of COVID-19 
vaccination status with hospitalizations, ICU admission, and mortality after adjustment for 
covariates. Inverse probability treatment weighted (IPTW) models were used to adjust for 
potential confounding. 


Results: Among 7094 patients with HF, 645 (9.1%) were partially vaccinated, 2,200 (31.0%) 
fully vaccinated, 1,053 vaccine-boosted (14.8%), and 3,196 remained unvaccinated (45.1%) 
by January 2022. The mean age was 73.3 + 14.5 years, with 48% female. Lower mortality 
was observed among patients who were vaccine-boosted followed by those who were fully 
vaccinated experienced lower mortality (HRs 0.33 (CI 0.23, 0.48) and 0.36 (CI 0.30, 0.43), 
respectively, compared to unvaccinated individuals, p<0.001) over the mean follow up time 
of 276.5 + 104.9 days, while no difference was observed between those who were 
unvaccinated or only partially vaccinated. 


Conclusion/relevance: COVID-19 vaccination was associated with significant reduction in all- 
cause hospitalization rates and mortality, lending further evidence to support the 
importance of its implementation in the high-risk population of patients living with HF." 
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Breakthrough Infections, Reinfections, and Coinfections 


Journal Articles 


Emerg Infect Dis: Early SARS-CoV-2 Reinfections within 60 Days and Implications for Retesting 
Policies (23 June 2022) 


"Illustrated by a clinical case supplemented by epidemiologic data, early reinfections with 
SARS-CoV-2 Omicron BA.1 after infection with Delta variant, and reinfection with Omicron 
BA.2 after Omicron BA.1 infection, can occur within 60 days, especially in young, 
unvaccinated persons. The case definition of reinfection, which influences retesting policies, 
should be reconsidered." 


Clin Infect Dis: Virologic and Immunologic Characterization of COVID-19 Recrudescence after 
Nirmatrelvir/Ritonavir Treatment (20 June 2022) 


"We isolated a SARS-CoV-2 BA.2 variant from a person with COVID-19 recrudescence after 
nirmatrelvir/ritonavir treatment. Antiviral sensitivity and neutralizing antibody testing were 
performed with both parental SARS-CoV-2 and multiple variants of concern. We found that 
neither NM resistance nor absence of neutralizing immunity were likely causes of the 
recrudescence." 


Clin Infect Dis: Increased deaths from fungal infections during the COVID-19 pandemic-National 
Vital Statistics System, United States, January 2020-December 2021 (19 June 2022) 


"Background: COVID-19-associated fungal infections cause severe illness, but 
comprehensive data on disease burden are lacking. We analyzed US National Vital Statistics 
System (NVSS) data to characterize disease burden, temporal trends, and demographic 
characteristics of persons dying from fungal infections during the COVID-19 pandemic. 


Methods: Using NVSS's January 2018-December 2021 Multiple Cause of Death Database, 
we examined numbers and age-adjusted rates (per 100,000 population) of fungal deaths by 
fungal pathogen, COVID-19 association, demographic characteristics, and year. 


Results: Numbers and age-adjusted rates of fungal deaths increased from 2019 (n = 4,833, 
rate 1.2, 95% confidence interval [Cl] 1.2-1.3) to 2021 (n = 7,199, rate: 1.8, 95% Cl = 1.8-1.8); 
of 13,121 fungal deaths during 2020-2021, 2,868 (21.9%) were COVID-19-associated. 
Compared with non-COVID-19-associated fungal deaths (n = 10,253), COVID-19-associated 
fungal deaths more frequently involved Candida (n = 776 [27.1%] versus n = 2,432 [23.7%]) 
and Aspergillus (n = 668 [23.3%] versus n = 1,486 [14.5%]) and less frequently involved 
other specific fungal pathogens. Fungal death rates were generally highest in non-White 
and non-Asian populations. Death rates from Aspergillus infections were approximately two 
times higher in the Pacific US census division compared with most other divisions. 


Page 12 of 48 4 Back up to Table of Contents 


NMCP COVID-19 Literature Report #96: Friday, 24 June 2022 
Tracy C. Shields, MSIS, AHIP (Reference Medical Librarian at Naval Medical Center Portsmouth, Library Services) 


Conclusions: Fungal deaths increased during 2020-2021 compared with previous years, 
primarily driven by COVID-19-associated fungal deaths, particularly those involving 
Aspergillus and Candida. Our findings may inform efforts to prevent, identify, and treat 
severe fungal infections in COVID-19 patients, especially in certain racial/ethnic groups and 
geographic areas." 


NEJM: Effects of Previous Infection and Vaccination on Symptomatic Omicron Infections (15 
June 2022) 


"Background: The protection conferred by natural immunity, vaccination, and both against 
symptomatic severe acute respiratory syndrome coronavirus 2 (SARS-CoV-2) infection with 
the BA.1 or BA.2 sublineages of the omicron (B.1.1.529) variant is unclear. 


Methods: We conducted a national, matched, test-negative, case-control study in Qatar 
from December 23, 2021, through February 21, 2022, to evaluate the effectiveness of 
vaccination with BNT162b2 (Pfizer-BioNTech) or mRNA-1273 (Moderna), natural immunity 
due to previous infection with variants other than omicron, and hybrid immunity (previous 
infection and vaccination) against symptomatic omicron infection and against severe, 
critical, or fatal coronavirus disease 2019 (Covid-19). 


Results: The effectiveness of previous infection alone against symptomatic BA.2 infection 
was 46.1% (95% confidence interval [Cl], 39.5 to 51.9). The effectiveness of vaccination with 
two doses of BNT162b2 and no previous infection was negligible (-1.1%; 95% Cl, -7.1 to 4.6), 
but nearly all persons had received their second dose more than 6 months earlier. The 
effectiveness of three doses of BNT162b2 and no previous infection was 52.2% (95% Cl, 
48.1 to 55.9). The effectiveness of previous infection and two doses of BNT162b2 was 55.1% 
(95% Cl, 50.9 to 58.9), and the effectiveness of previous infection and three doses of 
BNT162b2 was 77.3% (95% Cl, 72.4 to 81.4). Previous infection alone, BNT162b2 vaccination 
alone, and hybrid immunity all showed strong effectiveness (>70%) against severe, critical, 
or fatal Covid-19 due to BA.2 infection. Similar results were observed in analyses of 
effectiveness against BA.1 infection and of vaccination with MRNA-1273. 


Conclusions: No discernable differences in protection against symptomatic BA.1 and BA.2 
infection were seen with previous infection, vaccination, and hybrid immunity. Vaccination 
enhanced protection among persons who had had a previous infection. Hybrid immunity 
resulting from previous infection and recent booster vaccination conferred the strongest 
protection." 
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Long COVID and Other Post-Infectious Findings 
News in Brief 
"How common is long COVID? Why studies give different answers" (Nature). 


"Long COVID could be a 'mass deterioration event' — A tidal wave of chronic illness could leave 
millions of people incrementally worse off" (Atlantic). 


"COVID and smell loss: answers begin to emerge" (Nature). 
"Understanding long Covid will take the lived experiences of long haulers" (STAT). 


"Over one-third of adults in the United States who have had COVID-19 in the past have also had 
‘long COVID' (CDC). 


Long Reads 


"Clues to long COVID — Scientists strive to unravel what is driving disabling symptoms" 
(Science). 


"44% of Americans aren't financially prepared for long COVID" (PolicyGenius). 


Journal Articles 


Curr Med Res Opin: Sex differences in sequelae from COVID-19 infection and in long COVID 
syndrome: a review (20 June 2022) 


"Objective: We conducted literature reviews to uncover differential effects of sex on 
sequelae from coronavirus disease 2019 (COVID-19) and on long COVID syndrome. 


Methods: Two authors independently searched OvidSP in Embase, Medline, Biosis, and 
Derwent Drug File. Publications reporting original, sex-disaggregated data for sequelae of 
COVID-19 (published before August 2020) and long COVID syndrome (published before June 
2021) were included in the reviews. The association between COVID-19 sequelae (i.e. 
lasting <4 weeks after symptom onset) and sex, and between long COVID syndrome (i.e. 
lasting >4 weeks after symptom onset) and sex, was determined by odds ratio (OR) and 95% 
confidence interval (Cl) (statistical significance defined by 95% Cl not including 1). 


Results: Of 4346 publications identified, 23 and 12 met eligibility criteria for COVID-19 
sequelae and long COVID syndrome, respectively. COVID-19 sequelae in the categories of 
psychiatric/mood (OR = 1.80; 95% Cl: 1.35-2.41), ENT (OR = 1.42; 95% Cl: 1.39-1.46), 
musculoskeletal (OR = 1.15; 95% Cl: 1.14-1.16), and respiratory (OR = 1.09; 95% Cl: 1.08- 
1.11) were significantly more likely among females (vs. males), whereas renal sequelae (OR 
= 0.83; 95% Cl: 0.75-0.93) were significantly more likely among males. The likelihood of 
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having long COVID syndrome was significantly greater among females (OR = 1.22; 95% Cl: 
1.13-1.32), with the odds of ENT (OR = 2.28; 95% Cl: 1.94-2.67), GI (OR = 1.60; 95% Cl: 1.04- 
2.44), psychiatric/mood (OR = 1.58; 95% Cl: 1.37-1.82), neurological (OR = 1.30; 95% Cl: 
1.03-1.63), dermatological (OR = 1.29; 95% Cl: 1.05-1.58), and other (OR = 1.36; 95% Cl: 
1.25-1.49) disorders significantly higher among females and the odds of endocrine (OR = 
0.75; 95% Cl: 0.69-0.81) and renal disorders (OR = 0.74; 95% Cl: 0.64-0.86) significantly 
higher among males. 


Conclusions: Sex-disaggregated differences for COVID-19 sequelae and long COVID 
syndrome were observed. Few COVID-19 studies report sex-disaggregated data, 
underscoring the need for further sex-based research/reporting of COVID-19 disease." 


Lancet: Risk of long COVID associated with delta versus omicron variants of SARS-CoV-2 (18 
June 2022) 


In this case-control observational study, we set out to identify the relative odds of long- 
COVID (defined following the National Institute for Health and Care Excellence guidelines as 
having new or ongoing symptoms 4 weeks or more after the start of acute COVID-19) in the 
UK during the omicron period compared with the delta period. We used self-reported data 
from the COVID Symptom Study app.” 


Clin Microbiol Infect: Symptoms Persist in Patients Two Years after COVID-19 infection: A 
Prospective Follow Up Study (17 June 2022) 


Letter to the editor: "To our knowledge this is the first US study to describe the duration 
and symptomatology of COVID-19 in patients over a two year follow up period. Most 
patients had reduction and resolution in their symptoms over the two year period, however 
nearly a quarter of patients still experience persistent symptoms." 


Ann Clin Transl Neurol: Longitudinal evaluation of neurologic-post acute sequelae SARS-CoV-2 
infection symptoms (15 June 2022) 


"Objective: To assess the initial features and evolution of neurologic Postacute Sequelae of 
SARS-CoV-2 infection (neuro-PASC) in patients with and without prior neurologic disease. 


Methods: Participants with neurologic symptoms following acute SARS-CoV-2 infection 
were recruited from October 9, 2020 to October 11, 2021. Clinical data included a SARS- 
CoV-2 infection history, neurologic review of systems, neurologic exam, Montreal cognitive 
assessment (MoCA), and symptom-based self-reported surveys at baseline (conducted after 
acute infection) and 6-month follow-up assessments. 


Results: Fifty-six participants (69% female, mean age 50 years, 29% with prior neurologic 
disease such as multiple sclerosis) were enrolled, of which 27 had completed the 6-month 
follow-up visit in this ongoing study. SARS-CoV-2 infection severity was largely described as 
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mild (39.3%) or moderate (42.9%). At baseline, following acute infection, the most common 
neurologic symptoms were fatigue (89.3%) and headaches (80.4%). At the 6-month follow- 
up, memory impairment (68.8%) and decreased concentration (61.5%) were the most 
prevalent, though on average all symptoms showed a reduction in reported severity score 
at the follow-up. Complete symptom resolution was reported in 33.3% of participants by 6 
months. From baseline to 6 months, average MOCA scores improved overall though 26.3% 
of participants’ scores decreased. A syndrome consisting of tremor, ataxia, and cognitive 
dysfunction (PASC-TAC) was observed in 7.1% of patients. 


Interpretation: Early in the neuro-PASC syndrome, fatigue and headache are the most 
commonly reported symptoms. At 6 months, memory impairment and decreased 
concentration were most prominent. Only one-third of participants had completed 
resolution of neuro-PASC at 6 months, although persistent symptoms trended toward 
improvement at follow-up." 


Ann Med Surg: Post-acute COVID-19 syndrome and its prolonged effects: An updated 
systematic review (15 June 2022) 


"Objective: This systematic review aimed at estimating the prevalence of post-acute COVID- 
19 symptoms in view of published literature that studied prolonged clinical manifestations 
after recovery from acute COVID-19 infection. 


Methods: Relevant databases were searched for extraction of articles. For data synthesis, 
based on the distribution of quantitative variables, they were expressed as mean + standard 
deviation (SD) or median and interquartile range (IQR). Qualitative variables were presented 
as frequency (n) and percentages (%). 


Results: Twenty-one articles qualified for the final analysis. The most common persistent 
clinical manifestations were fatigue (54.11%), dyspnea (24.38%), alopecia (23.21%), 
hyperhidrosis (23.6%), insomnia (25.98%), anxiety (17.29%), and arthralgia (16.35%). In 
addition to these symptoms, new-onset hypertension, diabetes, neuropsychiatric disorders, 
and bladder incontinence were also reported. 


Conclusion: Clinical features of post-acute COVID-19 infection can manifest even after 60 
days of initial infection. Multidisciplinary care along with regular follow-up must be 
provided to such patients." 


Infect Disord Drug Targets: Postural orthostatic tachycardia syndrome and orthostatic 
hypotension post COVID-19 (10 June 2022) 


"Background: Novel coronavirus causes coronavirus disease -19 (COVID-19). The hallmark is 
acute respiratory distress syndrome, but other system's involvement is less illustrated. Our 
goal was to evaluate the manifestation of COVID-19 on one of the overlaps of the 
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cardiovascular and nervous system, namely: Postural Orthostatic Tachycardia Syndrome 
(POTS) and Orthostatic Hypotension (OH). 


Methods: This single-center cross-sectional observational study encompassed 60 
consecutive patients that were hospitalized and recovered from severe or critical COVID-19. 
At the time of discharge, Blood Pressure (BP), Heart Rate (HR) in the supine and upright 
position (1st, 3rd, 5th and 10th minutes) were measured. Symptomatic patients were 
reevaluated 2 months later. 


Results: The mean age of patients was 56.6 (+16.2) years and 42 patients were male (70%). 
The most frequent cardiovascular risk factor was hypertension (35%). OH and POTS were 
detected in 29(48.3%) and 10(16.7%) of the patients respectively at the time of hospital 
discharge. The mean age of patients with OH was higher than POTS and POTS was frequent 
in the elderly. Two months later among 10 patients with POTS, the sign and symptoms were 
resolved in 8(80%). Two (20%) patients who still had positive signs and symptoms of POTS 
were older than 65 years. Among 29 patients with OH, the signs and symptoms were 
resolved in 26(89.7%). 


Conclusion: In our study 65% of patients had OH or POTs on the day of hospital discharge, 
Complete recovery is gradual and needs several additional weeks. This is one of the aspects 
of the entity recently named "Long COVID"." 


J Neuropsychiatry Clin Neurosci: Post-Acute Sequelae of SARS-CoV-2 Infection: A Descriptive 
Clinical Study (10 June 2022) 


"Objective: The investigators aimed to describe the clinical experience of a single center 
reporting on neuropsychiatric findings among patients experiencing persistent symptoms as 
part of post-acute sequelae of SARS-CoV-2 (PASC) infection. 


Methods: Data were collected retrospectively (between February 2020 and May 2021) from 
a cohort (N=100) within a COVID-19 survivors study of patients with persistent symptoms 
enrolled after a short inpatient stay or who had been outpatients never hospitalized. 
Patients without confirmatory positive PCR or antibody diagnostic test results were grouped 
separately as presumptive cases (N=13). 


Results: Of the 87 patients with confirmed SARS-CoV-2, 63 (72.4%) were female, and 65 
(74.7%) were White. The mean age was 49.2 years (SD=14.9). The most prevalent symptoms 
after COVID-19 infection were fatigue, "brain fog," headache, anxiety, and sleep issues. 
Attention and executive function were frequently impaired. The mean Montreal Cognitive 
Assessment score was 26.0 (SD=2.8). Concentration and attention as well as memory issues 
were both significantly correlated with the complaint of brain fog. 


Conclusions: These preliminary findings suggest that post-acute sequelae of SARS-CoV-2 
vary in frequency and duration with relation to premorbid history and that these conditions 
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affect functional domains and patients’ ability to return to work. Longitudinal research with 
larger cohorts is needed to characterize PASC and to optimize care, especially for vulnerable 
populations." 


PLoS One: Comprehensive clinical assessment identifies specific neurocognitive deficits in 
working-age patients with long-COVID (10 June 2022) 


Sci 


"Introduction: There have been more than 425 million COVID-19 infections worldwide. Post- 
COVID illness has become a common, disabling complication of this infection. Therefore, it 
presents a significant challenge to global public health and economic activity. 


Methods: Comprehensive clinical assessment (symptoms, WHO performance status, 
cognitive testing, CPET, lung function, high-resolution CT chest, CT pulmonary angiogram 
and cardiac MRI) of previously well, working-age adults in full-time employment was 
conducted to identify physical and neurocognitive deficits in those with severe or prolonged 
COVID-19 illness. 


Results: 205 consecutive patients, age 39 (IQR30.0-46.7) years, 84% male, were assessed 24 
(l1QR17.1-34.0) weeks after acute illness. 69% reported >3 ongoing symptoms. Shortness of 
breath (61%), fatigue (54%) and cognitive problems (47%) were the most frequent 
symptoms, 17% met criteria for anxiety and 24% depression. 67% remained below pre- 
COVID performance status at 24 weeks. One third of lung function tests were abnormal, 
(reduced lung volume and transfer factor, and obstructive spirometry). HRCT lung was 
clinically indicated in <50% of patients, with COVID-associated pathology found in 25% of 
these. In all but three HRCTs, changes were graded 'mild'. There was an extremely low 
incidence of pulmonary thromboembolic disease or significant cardiac pathology. A specific, 
focal cognitive deficit was identified in those with ongoing symptoms of fatigue, poor 
concentration, poor memory, low mood, and anxiety. This was notably more common in 
patients managed in the community during their acute illness. 


Conclusion: Despite low rates of residual cardiopulmonary pathology, in this cohort, with 
low rates of premorbid illness, there is a high burden of symptoms and failure to regain pre- 
COVID performance 6-months after acute illness. Cognitive assessment identified a specific 
deficit of the same magnitude as intoxication at the UK drink driving limit or the 
deterioration expected with 10 years ageing, which appears to contribute significantly to 
the symptomatology of long-COVID." 


Rep: "Long COVID" results after hospitalization for SARS-CoV-2 infection (10 June 2022) 


"Long-term sequelae of symptomatic infection caused by SARS-CoV-2 are largely 
undiscovered. We performed a prospective cohort study on consecutively hospitalized Sars- 
CoV-2 patients (March-May 2020) for evaluating COVID-19 outcomes at 6 and 12 months. 
After hospital discharge, patients were addressed to two follow-up pathways based on 
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respiratory support needed during hospitalization. Outcomes were assessed by telephone 
consultation or ambulatory visit. Among 471 patients, 80.9% received no respiratory 
support during hospitalization; 19.1% received non-invasive ventilation (NIV) or invasive 
mechanical ventilation (IMV). 58 patients died during hospitalization, therefore 413 were 
enrolled for follow-up. At 6 months, among 355 patients, the 30.3% had any symptoms, 
18.0% dyspnea, 6.2% neurological symptoms. Fifty-two out of 105 had major damages in 
interstitial computed tomography images. NIV/IMV patients had higher probability to suffer 
of symptoms (aOR = 4.00, 95%CI:1.99-8.05), dyspnea (aOR = 2.80, 95%CI:1.28-6.16), 
neurological symptoms (aOR = 9.72, 95%CI:2.78-34.00). At 12 months, among 344, the 
25.3% suffered on any symptoms, 12.2% dyspnea, 10.1% neurological symptoms. Severe 
interstitial lesions were present in 37 out of 47 investigated patients. NIV/IMV patients in 
respect to no respiratory support, had higher probability of experiencing symptoms (aOR = 
3.66, 95%Cl:1.73-7.74), neurological symptoms (aOR = 8.96, 95%CI:3.22-24.90). COVID-19 
patients showed prolonged sequelae up to 12 months, highlighting the need of follow-up 
pathways for post-COVID-19 syndrome." 


Vaccine: The effect of SARS-CoV-2 vaccination on post-acute sequelae of COVID-19 (PASC): A 
prospective cohort study (07 June 2022) 


"Background: Symptoms of post-acute sequelae of COVID-19 (PASC) may improve following 
SARS-CoV-2 vaccination. However few prospective data that also explore the underlying 
biological mechanism are available. We assessed the effect of vaccination on 
symptomatology of participants with PASC, and compared antibody dynamics between 
those with and without PASC. 


Methods: RECoVERED is a prospective cohort study of adult patients with mild to critical 
COVID-19, enrolled from illness onset. Among participants with PASC, vaccinated 
participants were exact-matched 1:1 on age, sex, obesity status and time since illness onset 
to unvaccinated participants. Between matched pairs, we compared the monthly mean 
numbers of symptoms over a 3-month follow-up period, and, using exact logistic regression, 
the proportion of participants who fully recovered from PASC. Finally, we assessed the 
association between PACS status and rate of decay of spike- and RBD-binding IgG titers up 
to 9 months after illness onset using Bayesian hierarchical linear regression. 


Findings: Of 349 enrolled participants, 316 (90.5%) had >3 months of follow-up, of whom 
186 (58.9%) developed PASC. Among 36 matched pairs with PASC, the mean number of 
symptoms reported each month during 3 months of follow-up were comparable between 
vaccinated and unvaccinated groups. Odds of full recovery from PASC also did not differ 
between matched pairs (OR 1.57 [95%CI 0.46-5.84]) within 3 months after the matched 
time-point. The median half-life of spike- and RBD-binding IgG levels were, in days (95%Crl), 
233 (183-324) and 181 (147-230) among participants with PASC, and 170 (125-252) and 144 
(113-196) among those without PASC, respectively. 
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Interpretation: Our study found no strong evidence to suggest that vaccination improves 
symptoms of PASC. This was corroborated by comparable spike- and RBD-binding IgG 
waning trajectories between those with and without PASC, refuting any immunological 
basis for a therapeutic effect of vaccination on PASC." 


Pregnancy, Postpartum Period, and Women's Health 
News in Brief 


"Life disruptions and the stresses of the COVID-19 pandemic led to disturbed ovulation with 
decreased progesterone durations or levels, according to research being presented Sunday [12 
June 2022] at ENDO 2022, the Endocrine Society's annual meeting in Atlanta" (EurekAlert). 


Journal Articles 


JAMA Netw Open: Racial and Ethnic Disparities in Postpartum Care in the Greater Boston Area 
During the COVID-19 Pandemic (23 June 2022) 


"Question: How did postpartum care access change during the COVID-19 pandemic, and 
were these changes different by maternal race and ethnicity? 


Findings: In this cohort study of 45 588 women, the overall postpartum care attendance 
rate decreased from 75.2% in January to December 2019 (prepandemic) to 41.7% in January 
to March 2020 (early pandemic) and subsequently rebounded to 60.9% in April 2020 to 
November 2021 (late pandemic). Black and Hispanic women showed slower reductions in 
nonscheduling rates during April 2020 to November 2021 compared with their White 
counterparts. 


Meaning: The study highlights racial and ethnic disparities in postpartum care access both 
before and after the onset of the pandemic, raising concerns about disparities in 
postpartum care—associated maternal and infant outcomes." 


NEJM: Evaluation of Acute Adverse Events after Covid-19 Vaccination during Pregnancy (22 
June 2022) 


Letter to the editor: "We identified 45,232 pregnant women who had received one or two 
doses of a Covid-19 vaccine immediately preceding or during pregnancy (78,026 vaccine 
doses) (Fig. $1). Of these women, 32,794 (72.5%) had received two doses of an mRNA 
vaccine, 5652 (12.5%) had received only the first dose of an MRNA vaccine, 4912 (10.9%) 
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had received only the second dose of an mRNA vaccine, and 1874 (4.1%) had received a 
single dose of the Ad26.COV2.S vaccine (Johnson & Johnson—Janssen).... 


Frequencies of all medically attended acute adverse events were less than 1%. Among 
vaccinees, the most common events were fever (adjusted rate ratio as compared with 
unvaccinated controls, 2.85; 95% confidence interval [Cl], 1.76 to 4.61), malaise or fatigue 
(adjusted rate ratio, 2.24; 95% Cl, 1.71 to 2.93), local reactions (adjusted rate ratio, 1.89; 
95% Cl, 1.33 to 2.68), and lymphadenopathy or lymphadenitis (adjusted rate ratio, 2.16; 
95% Cl, 1.42 to 3.28)... 


Medically attended acute adverse events after Covid-19 vaccination immediately preceding 
or during pregnancy were uncommon." 


Clin Infect Dis: COVID-19 Severity among Women of Reproductive Age with Symptomatic 


Laboratory-Confirmed SARS-CoV-2 by Pregnancy Status — United States, Jan 1, 2020 — Dec 25, 
2021 (19 June 2022) 


"Background: Information on the severity of COVID-19 attributable to the Delta variant in 
the United States among pregnant people is limited. We assessed the risk for severe COVID- 
19 by pregnancy status in the period of Delta variant predominance compared with the pre- 
Delta period. 


Methods: Laboratory-confirmed SARS-CoV-2 infections among symptomatic women of 
reproductive age (WRA) were assessed. We calculated adjusted risk ratios for severe 
disease including intensive care unit (ICU) admission, receipt of invasive ventilation or 
extracorporeal membrane oxygenation (ECMO), and death comparing the pre-Delta period 
(January 1, 2020 - June 26, 2021) and the Delta period (June 27, 2021 - December 25, 2021) 
for pregnant and nonpregnant WRA. 


Results: Compared with the pre-Delta period, the risk of ICU admission during the Delta 
period was 41% higher (adjusted risk ratio [aRR] 1.41; 95% Cl, 1.17-1.69) for pregnant WRA 
and 9% higher (aRR 1.09; 95% Cl, 1.00-1.18) for nonpregnant WRA. The risk of invasive 
ventilation or ECMO was higher for pregnant (aRR 1.83; 95% Cl, 1.26-2.65) and nonpregnant 
WRA (aRR 1.34; 95% Cl, 1.17-1.54) in the Delta period. During the Delta period, the risk of 
death was 3.33 (95% Cl, 2.48-4.46) times the risk in the pre-Delta period among pregnant 
WRA and 1.62 (95% Cl, 1.49-1.77) among nonpregnant WRA. 


Conclusions: Compared with the pre-Delta period, pregnant and nonpregnant WRA were at 
increased risk for severe COVID-19 in the Delta period." 
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Clin Infect Dis: Kinetics of maternally-derived anti- SARS-CoV-2 antibodies in infants in relation 
to the timing of antenatal vaccination (19 June 2022) 


"Background: SARS-CoV-2 infection during early infancy can result in severe disease. We 
evaluated the durability of maternally-derived anti-SARS-CoV-2 antibodies in infants and its 
relation to antenatal vaccination timing. 


Methods: Sera were prospectively collected at birth and 3 months after delivery from 
mother-infant pairs following antenatal BNT162b2 vaccination. SARS-CoV-2 receptor 
binding domain (RBD)-specific IgG levels and neutralizing activity were evaluated. 


Results: 56 mother-infant pairs were included: 15 (26.8%) were vaccinated in the 1st 
trimester, 16 (28.6%) in the 2nd trimester, and 25 (44.6%) in the 3rd trimester.At the time 
of delivery, all neonates were positive for anti-RBD-specific IgG with a median concentration 
of 4046 [IQR 2446-7896] AU/mL, with the highest concentration found after 3rd trimester 
vaccination (median 6763 [IQR 3857-12561] AU/mL). At 3 months after delivery, anti RBD- 
specific IgG levels in infants significantly waned with a median concentration of 545 [IQR 
344-810] AU/mL (P < 0.001). The half-life of anti-RBD-specific IgG was 66 days among 
mothers and 30 days among infants. While at the time of delivery, all neonates had 
detectable neutralizing activity regardless of gestational age at vaccination, at 3-months of 
age, a higher proportion of infants born to mothers vaccinated in 3rd trimester had 
persistent neutralizing activity as compared to those born to mothers vaccinated in 2nd 
trimester. 


Conclusions: Maternal vaccination leads to efficient transplacental antibody transfer, with 
persistent anti-SARS-CoV-2 antibodies detected at 3 months of age in all infants. The 
observed effect of antenatal immunization timing on the kinetics of maternally-derived 
antibodies may have implications for SARS-CoV-2 vaccination strategies." 


Pediatric Population 
News in Brief 


COVID vaccines for the youngest kiddos: the FDA issued emergency use authorization for Pfizer 
(6 months to 4 years) and Moderna (6 months to 5 years) vaccines (STAT) and the CDC adds its 
recommendation (STAT). 


"Comparing the Pfizer and Moderna Covid vaccines for young children" (STAT). 
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Webinars and Other Events 


WHAT: Recommendations for Pfizer-BioNTech and Moderna COVID-19 Vaccine Primary 
Series in Children 6 Months through 5 Years Old 


WHEN: Wednesday, 22 June 2022 (recorded) 


OVERVIEW: = "While children have a lower risk for severe COVID-19 compared to adults, they 
can get COVID-19, spread it to others, and become seriously ill. COVID-19 
vaccination provides protection to children and adolescents against severe 
illness and outcomes associated with COVID-19, including emergency 
department or urgent care visits, hospitalizations, and death. During this COCA 
Call, presenters will discuss CDC’s new guidance on the pediatric COVID-19 
vaccine primary series for children ages 6 months through 4 years old for Pfizer- 
BioNTech and ages 6 months through 5 years old for Moderna, including children 
who are moderately or severely immunocompromised." 


MORE INFO: https://emergency.cdc.gov/coca/calls/2022/callinfo 062222.as 


Journal Articles 


Clin Infect Dis: SARS-CoV-2 co-detection with influenza A and other respiratory viruses among 
school-aged children and their household members- March 12, 2020, to February 22, 2022, 
Dane County, Wisconsin (23 June 2022) 


"Background: Concurrent detection of severe acute respiratory syndrome coronavirus 2 
(SARS-CoV-2) and another respiratory virus in individuals can document contemporaneous 
circulation. We used an ongoing, community-based study of school-aged children and their 
households to evaluate SARS-CoV-2 co-detections with other respiratory viruses in a non- 
medically attended population over a two-year period. 


Methods: Household enrollment was predicated on an acute respiratory illness in a child 
residing in that household who was also a kindergarten through 12th grade student in the 
participating school district. Demographic, symptom and household composition data, and 
self-collected nasal specimens were obtained on the recruitment day, and 7 and 14 days 
later, from the index child and all other household members. All specimens were tested for 
SARS-CoV-2/influenza A/B by RT-PCR. Day 0 specimens from the index children were 
simultaneously tested for 17 viruses using a commercial respiratory pathogen panel (RPP). 
To assess viral co-detections involving SARS-CoV-2, all household specimens were tested via 
RPP if the index child's Day 0 specimen tested positive to any of the 17 viral targets in RPP 
and any household member tested positive for SARS-CoV-2. 
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Results: Of 2,109 participants (497 index children in 497 households with 1,612 additional 
household members), two (0.1%) were positive for both SARS-CoV-2 and influenza A; an 
additional 11 (0.5%) were positive for SARS-CoV-2 and another RPP-covered respiratory 
virus. Co-detections predominantly affected school-aged children (12 out of 13 total) and 
were noted in 11 of 497 households. 


Conclusions: SARS-CoV-2 co-detections with other respiratory viruses were uncommon and 
predominated in school-aged children." 


Lancet Child Adolesc Health: Long COVID symptoms in SARS-CoV-2-positive children aged 0-14 


years and matched controls in Denmark (LongCOVIDKidsDK): a national, cross-sectional study 
(22 June 2022) 


"Background: After the acute phase of SARS-CoV-2 infection, children can develop long 
COVID symptoms. We aimed to investigate the prevalence of long-lasting symptoms, the 
duration and intensity of symptoms, quality of life, number of sick days and absences from 
daycare or school, and psychological and social outcomes in children aged 0-14 years who 
had been infected with SARS-CoV-2 relative to controls with no history of SARS-CoV-2 
infection. 


Methods: A nationwide cross-sectional study was conducted including children with a 
confirmed SARS-CoV-2-positive PCR test (cases) and matched controls from Danish national 
registers. A survey was sent to mothers (proxy reporting) of children aged 0-14 years who 
had had a positive SARS-CoV-2 test between Jan 1, 2020, and July 12, 2021, and a control 
group matched (1:4) by age and sex. The survey included the Pediatric Quality of Life 
Inventory (PedsQL) and the Children's Somatic Symptoms Inventory-24 (CSSI-24) to capture 
current overall health and wellbeing, and ancillary questions about the 23 most common 
long COVID symptoms. Descriptive statistics and logistic regression analysis were used. 
Clinically relevant differences were defined as those with a Hedges' g score greater than 0-2. 
This study is registered at ClinicalTrials.gov (NCT04786353). 


Findings: Responses to the survey were received from 10 997 (28-8%) of 38 152 cases and 
33 016 (22-4%) of 147 212 controls between July 20, 2021, and Sept 15, 2021. Median age 
was 10-2 years (IQR 6:6—12:8) in cases and 10-6 years (6-9—12:9) in controls. 5267 (48:2%) 
cases and 15 777 (48-3%) controls were female, and 5658 (51:8%) cases and 16 870 (51:7%) 
controls were male. Cases had higher odds of reporting at least one symptom lasting more 
than 2 months than did controls in the 0-3 years age group (478 [40-0%] of 1194 vs 1049 
[27-2%] of 3855; OR 1:78 [95% Cl 1:55-2:04], p<0-0001), 4-11 years age group (1912 
[38-1%] of 5023 vs 6189 [33-7%] of 18 372; 1-23 [1:15-1:31], p<0-0001), and 12-14 years 
age group (1313 [46-0%] of 2857 vs 4454 [41-3%] of 10 789; 1-21 [1:11—1-32], p<0-0001). 
Differences in CSSI-24 symptom scores between cases and controls were statistically 
significant but not clinically relevant. Small clinically relevant differences in PedsQL quality- 
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of-life scores related to emotional functioning were found in favour of cases in the children 
aged 4—11 years (median score 80-0 [IQR 65:0—95:0]) in cases vs 75-0 [60-0—85-0] in 
controls; p<0-0001) and 12-14 years (90-0 [70-0—100-0] vs (85-0 [65-0—95-0], p<0-0001). 
PedsQL social functioning scores were also higher in cases (100-0 [90-0—100-0] than controls 
(95-0 [80-0—100-0]) in the 12-14 years age group (p<0-0001; Hedges g>0-2). 


Interpretation: Compared with controls, children aged 0-14 years who had a SARS-CoV-2 
infection had more prevalent long-lasting symptoms. There was a tendency towards better 
quality-of-life scores related to emotional and social functioning in cases than in controls in 
older children. The burden of symptoms among children in the control group requires 
attention. Long COVID must be recognised and multi-disciplinary long COVID clinics for 
children might be beneficial." 


NEJM: Maternal Vaccination and Risk of Hospitalization for Covid-19 among Infants (22 June 
2022) 


"Background: Infants younger than 6 months of age are at high risk for complications of 
coronavirus disease 2019 (Covid-19) and are not eligible for vaccination. Transplacental 
transfer of antibodies against severe acute respiratory syndrome coronavirus 2 (SARS-CoV- 
2) after maternal Covid-19 vaccination may confer protection against Covid-19 in infants. 


Methods: We used a case-control test-negative design to assess the effectiveness of 
maternal vaccination during pregnancy against hospitalization for Covid-19 among infants 
younger than 6 months of age. Between July 1, 2021, and March 8, 2022, we enrolled 
infants hospitalized for Covid-19 (case infants) and infants hospitalized without Covid-19 
(control infants) at 30 hospitals in 22 states. We estimated vaccine effectiveness by 
comparing the odds of full maternal vaccination (two doses of mRNA vaccine) among case 
infants and control infants during circulation of the B.1.617.2 (delta) variant (July 1, 2021, to 
December 18, 2021) and the B.1.1.259 (omicron) variant (December 19, 2021, to March 8, 
2022). 


Results: A total of 537 case infants (181 of whom had been admitted to a hospital during 
the delta period and 356 during the omicron period; median age, 2 months) and 512 control 
infants were enrolled and included in the analyses; 16% of the case infants and 29% of the 
control infants had been born to mothers who had been fully vaccinated against Covid-19 
during pregnancy. Among the case infants, 113 (21%) received intensive care (64 [12%] 
received mechanical ventilation or vasoactive infusions). Two case infants died from Covid- 
19; neither infant's mother had been vaccinated during pregnancy. The effectiveness of 
maternal vaccination against hospitalization for Covid-19 among infants was 52% (95% 
confidence interval [Cl], 33 to 65) overall, 80% (95% Cl, 60 to 90) during the delta period, 
and 38% (95% Cl, 8 to 58) during the omicron period. Effectiveness was 69% (95% Cl, 50 to 
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80) when maternal vaccination occurred after 20 weeks of pregnancy and 38% (95% Cl, 3 to 
60) during the first 20 weeks of pregnancy. 


Conclusions: Maternal vaccination with two doses of mRNA vaccine was associated with a 
reduced risk of hospitalization for Covid-19, including for critical illness, among infants 
younger than 6 months of age." 


Clin Infect Dis: A Retrospective Database Analysis of Before and After Social Distancing in 


Relation to Pediatric Infection Rate and Healthcare Services Usage During the COVID-19 
Pandemic (20 June 2022) 


"Background: Social distancing policy was introduced in Israel in 2020 to reduce the spread 
of COVID-19. The aim of this study was to analyze the effect of social distancing on other 
infections in children, by comparing disease rate and healthcare utilization before and after 
social distancing. 


Methods: This was a before-and-after study. Within this retrospective database analysis of 
parallel periods in 2019 (Period 1 and 2) and 2020 (period 3 - pre-lockdown period, and 
Period 4 - lockdown period) we included all pediatric population registered in the electronic 
medical records of the Maccabi Healthcare Services, Israel, looking at the occurrence of 
non-COVID infections, antibiotic purchasing, doctor visits, Ambulatory Emergency Care 
Centers visits, Emergency Departments' visits, and hospitalizations. 


Results: 776,828 and 777,729 children from 2019 and 2020, respectively, were included. We 
found a lower infection rate in 2020 vs 2019. We did not find a difference in infection rate 
between Periods 1-2, while a significant difference was found between Periods 3- 4. We 
found a significant difference between Periods 2-4, with a higher RR than in Periods 1-3. A 
modest decrease in Ambulatory Emergency Care Center visits, and lower increase in 
emergency department visits and hospital admissions was found in 2020. We found 
decreases in antibiotic purchasing between Periods 1-3 and Periods 2-4, more pronounced 
in 2020 than in 2019. 


Conclusions and relevance: Analysis of before and after social distancing and masking 
showed reduced prevalence of non-COVID pediatric infections, consumption of health care 
services, and antibiotics consumption." 


Clin Infect Dis: Life-Threatening Complications of Influenza versus COVID-19 in U.S. Children (19 
June 2022) 


"Background: Clinical differences between critical illness from influenza infection versus 
coronavirus disease 2019 (COVID-19) have not been well characterized in pediatric patients. 


Methods: We compared U.S. children (8 months to 17 years) admitted to the intensive care 
or high acuity unit with influenza (17 hospitals, 12/19/2019-3/9/2020) or COVID-19 (52 
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hospitals, 3/15/2020-12/31/2020). We compared demographics, underlying conditions, 
clinical presentation, severity, and outcomes. Using mixed-effects models, we assessed the 
odds of death or requiring life-support for influenza versus COVID-19 after adjustment for 
age, sex, race and Hispanic origin, and underlying conditions including obesity. 


Results: Children with influenza (n = 179) were younger than those with COVID-19 (n = 381; 
median 5.2 vs. 13.8 years), less likely to be non-Hispanic black (14.5% vs. 27.6%) or Hispanic 
(24.0% vs. 36.2%), and less likely to have 21 underlying condition (66.4% vs. 78.5%) or be 
obese (21.4% vs. 42.2%). They were similarly likely to require invasive mechanical 
ventilation (both 30.2%), vasopressor support (19.6% and 19.9%), or extracorporeal 
membrane oxygenation (2.2% and 2.9%). Four children with influenza (2.2%) and 11 
children with COVID-19 (2.9%) died. The odds of death or requiring life-support in children 
with influenza vs. COVID-19 were similar (adjusted odds ratio, 1.30 [95% Cl: 0.78-2.15; P = 
0.32]). Median duration of hospital stay was shorter for influenza than COVID-19 (5 versus 7 
days). 


Conclusions: Despite differences in demographics and clinical characteristics of children 
with influenza or COVID-19, the frequency of life-threatening complications was similar. Our 
findings highlight the importance of implementing prevention measures to reduce 
transmission and disease severity of influenza and COVID-19." 


J Adolesc Health: Changes in Adolescent Mental and Somatic Health Complaints Throughout the 
COVID-19 Pandemic: A Three-Wave Prospective Longitudinal Study (17 June 2022) 


"Purpose: Measures taken to limit the spread of the COVID-19 may have had unintended 
consequences for the mental and somatic health of children and adolescents. 


Methods: A nationwide three-wave survey in a representative sample of 12-16 year olds in 
Norway, with baseline data collected in January 2019 (n = 9,240; 49% girls) and follow-ups 
in June 2020 (n = 3,564; 49% girls) and June 2021 (n = 3,540; 47% girls). Linear mixed-effects 
models were used to estimate change and identify predictors thereof in mental and somatic 
health complaints. 


Results: Following an initial stable trend from before the pandemic to the early phase, both 
mental health problems (predicted value at T1 .56 [CI .55, .58], T1-T2 change -.04 [Cl -.07, - 
.02], T2-T3 change .12 [CI .09, .14]) and somatic health complaints (predicted value at T1 .59 
[95% Cl .58, .61], T1-T2 difference -.09 [95% Cl -.11, -.65], T2-T3 difference .18 [95% Cl .15, 
.21]) increased significantly 15 months into the pandemic, when controlling for age in the 
models. When compared to boys, girls had a significantly more pronounced increase in 
mental health problems and somatic health; loneliness in the early stages of the pandemic 
significantly predicted health complaints one year later, both mental and somatic 
complaints. 
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Discussion: Our findings suggest that the prolonged pandemic situation and the related 
societal restrictions have had an impact on adolescent health in general and on the health 
of girls in particular. The rise in mental and somatic health complaints can in part be 
attributed to an increase in loneliness." 


JAMA Netw Open: Epidemiological and Clinical Features of Kawasaki Disease During the COVID- 
19 Pandemic in the United States (17 June 2022) 


"Question: How did the incidence and nature of Kawasaki disease (KD) in the United States 
change during the COVID-19 pandemic? 


Findings: In this cohort study of 3922 children with KD, cases of KD across the United States 
fell by 28% and remained low during periods of COVID-19-related masking and school 
closure. In the San Diego region, there was a disproportionate decline in KD cases in 
children aged 1 to 5 years, male children, and Asian children, and clinical features including 
strawberry tongue, enlarged cervical lymph node, and subacute periungual desquamation 
were rare. 


Meaning: These findings suggest that social behavior is associated with exposure to the 
agent(s) that trigger KD and are consistent with a respiratory portal of entry for the 
agent(s)." 


Pediatrics: Vaccine Effectiveness of BNT162b2 Against Delta and Omicron Variants in 
Adolescents (16 June 2022) 


"There are limited data on vaccine effectiveness (VE) against the Omicron variant in 
adolescents. In Ontario, Canada, most vaccinated adolescents completed their primary 
series of BNT162b2 during summer 2021; third dose eligibility (6 months following a second 
dose) expanded to those aged 12-17 years in February 2022. We estimated 2-dose and 3- 
dose VE against Omicron (BA.1/BA.1.1) and Delta for this age group." 


JAMA Netw Open: Epidemiology and Outcomes of SARS-CoV-2 Infection or Multisystem 
Inflammatory Syndrome in Children vs Influenza Among Critically Ill Children (15 June 2022) 


"This cohort study compares the epidemiology and outcomes of patients in the pediatric 
intensive care unit with SARS-CoV-2-related disease during the first 15 months of the 
COVID-19 pandemic vs children with critical influenza prior to the pandemic... 


Among 66 PICUs in the United States, the number of children admitted each quarter with a 
primary diagnosis of COVID-19 or MISC during the first 15 months of the pandemic was 
twice as high as that for influenza during the 2 years before the pandemic. Influenza 
outcomes were observed during a time with no unusual public health measures in place 
(2018 to early 2020), while those of SARS-CoV-2 occurred while masking, social distancing, 
and remote schooling occurred. Those measures were sufficient to markedly decrease 
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critical illness from many respiratory viruses, including nearly eliminating influenza 
admissions to these PICUs. Without these measures in place for this largely unvaccinated 
population, SARS-CoV-2 would likely have led to a number of critically ill children several- 
fold higher than seen with prepandemic influenza as well as more deaths." 


JAMA Pediatr: Childcare and Employment Disruptions in 2020 Among Caregivers of Children 
With and Without Special Health Care Needs (13 June 2022) 


"This survey study evaluates childcare-related employment disruptions before and after 
COVID-19, accounting for child special health care needs status and sociodemographic 
factors.... 


Childcare-related employment disruption increased by approximately one-third in 2020 and 
was higher among caregivers for CSHCN, low-income families, and children from racial and 
ethnic minority groups. Parents’ job loss can lead to loss of insurance coverage for their 
children5 and may be directly detrimental to children’s health. Without increased access to 
childcare, caregivers may struggle to meet the basic human and health care needs of their 
children." 


Clin Infect Dis: Multisystem Inflammatory Syndrome in Children (MIS-C) During SARS-CoV-2 
Delta and Omicron Variant Circulation- United States, July 2021 - January 2022 (10 June 2022) 


"We describe 2,116 multisystem inflammatory syndrome in children (MIS-C) cases reported 
to CDC during Delta and Omicron circulation from July 2021-January 2022. Half of MIS-C 
patients were aged 5-11 years, 52% received ICU-level care, and 1.1% died. Only 3.0% of 
eligible patients were fully vaccinated prior to MIS-C onset." 


J Pediatr Gastroenterol Nutr: Long COVID-19 Liver Manifestation in Children (10 June 2022) 


"Objectives: SARS CoV-2, the novel coronavirus responsible for coronavirus disease (COVID- 
19), has been a major cause of morbidity and mortality worldwide. Gastrointestinal and 
hepatic manifestations during acute disease have been reported extensively in the 
literature. Post-COVID-19 cholangiopathy has been increasingly reported in adults. In 
children, data are sparse. Our aim was to describe pediatric patients who recovered from 
COVID-19 and later presented with liver injury. 


Methods: This is a retrospective case-series study of pediatric patients with post-COVID-19 
liver manifestations. We collected data on demographics, medical history, clinical 
presentation, laboratory results, imaging, histology, treatment, and outcome. 


Results: We report five pediatric patients who recovered from COVID-19 and later 
presented with liver injury. Two types of clinical presentation were distinguishable. Two 
infants aged 3 and 5 months, previously healthy, presented with acute liver failure that 
rapidly progressed to liver transplantation. Their liver explant showed massive necrosis with 
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cholangiolar proliferation and lymphocytic infiltrate. Three children, two aged 8 years and 
one aged 13 years, presented with hepatitis with cholestasis. Two children had a liver 
biopsy significant for lymphocytic portal and parenchyma inflammation, along with bile duct 
proliferations. All three were started on steroid treatment; liver enzymes improved, and 
they were weaned successfully from treatment. For all five patients, extensive etiology 
workup for infectious and metabolic etiologies were negative. 


Conclusions: We report two distinct patterns of potentially long COVID-19 liver 
manifestations in children with common clinical, radiological, and histopathological 
characteristics after a thorough workup excluded other known etiologies." 


Beyond COVID 


MMWR: Trends in Acute Hepatitis of Unspecified Etiology and Adenovirus Stool Testing Results 


in Children — United States, 2017-2022 (17 June 2022) 


"What is already known about this topic? Following identification of pediatric hepatitis 
cases of unknown etiology in the United States and the United Kingdom, CDC issued a 
request in April 2022 for U.S. providers to report additional cases. Many reported cases had 
test results positive for adenovirus, which is not known to cause hepatitis in 
immunocompetent children. 


What is added by this report? Analyses of four data sources did not indicate recent 
increases in hepatitis-associated emergency department visits or hospitalizations, liver 
transplants, or adenovirus types 40/41 percent positivity among U.S. children compared 
with pre—COVID-19 pandemic levels. 


What are the implications for public health practice? Current data do not suggest an 
increase in pediatric hepatitis or adenovirus types 40/41 above pre—COVID-19 pandemic 
baseline levels; continued surveillance is important to monitor changes over time." 


Healthcare Workers 
News in Brief 
Long Reads 


"It was stolen from me’: Black doctors are forced out of training programs at far higher rates 
than white residents" (STAT). 


"What will it take to level the playing field for Black residents?" (STAT) 
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Journal Articles 


JAMA Otolaryngol Head Neck Surg: Assessment of Sleep Features, Mental Health Outcomes, 
and Alcohol and Tobacco Consumption in Residents and Fellows in Otolaryngology Before and 
During the COVID-19 Pandemic (16 June 2022) 


"Question: What were the sleep, mental status, and alcohol and tobacco consumption 
habits of residents and fellows in otolaryngology before and during the COVID-19 
pandemic? 


Findings: In this cohort study of 128 residents and fellows in otolaryngology in 6 European 
hospitals, the COVID-19 pandemic was associated with an increase of workload. The 
increase of workload was associated with a worsening of mental health and sleep outcomes 
and an increase of alcohol consumption. 


Meaning: The results of this cohort study suggest that the COVID-19 pandemic and related 
workload increase may have negative outcomes associated with mental health and sleep 
and with alcohol consumption of residents and fellows in otolaryngology." 


J Community Health: COVID-19 Vaccine Hesitancy, Acceptance, and Promotion Among 
Healthcare Workers: A Mixed-Methods Analysis (08 June 2022) 


"Even with vaccine mandates, COVID-19 vaccine hesitancy remains a concern among 
healthcare workers, in part due to their role in promoting vaccination among patients and 
communities. To examine COVID-19 vaccine hesitancy, acceptance, and promotion among 
healthcare workers, we conducted a mixed-methods analysis of (1) survey responses about 
COVID-19 vaccination and (2) Twitter messages (i.e., tweets) relevant to COVID-19 
vaccination and healthcare. A total of 540 hospital employees completed the survey. Those 
that completed less than 80% of the survey or did not endorse employment at the hospital 
were excluded, resulting in a total of 511 valid responses; 93.2% reported receiving at least 
one dose of a COVID-19 vaccine. Approximately 1/3 of vaccinated individuals indicated they 
posted about receiving the vaccine on social media. Simultaneously, we analyzed a sample 
of 3845 tweets; 2299 (60%) were relevant to COVID-19 vaccination and 1863 (81%) were 
coded as authored by an individual. Of tweets authored by an individual, 6% (n = 106) were 
authored by a healthcare provider/health sciences student. Among relevant tweets, the 
most frequent code across all sentiment categories was related to the pharmaceutical 
industry (n = 529 tweets, 28%; n = 33, 31% of tweets authored by healthcare workers). 
Triangulation of results found themes including vaccine access, trust, and vaccine safety or 
negative health impacts. Results suggest that promoting the sharing of COVID-19 vaccine 
personal narratives on social media, combined with interventions targeting specific reasons 
for COVID-19 vaccine hesitancy and emphasizing freedom from fear once vaccinated could 
be effective at reducing COVID-19 vaccine hesitancy among this population." 
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Mental Health and Wellness 


Special Reports and Other Resources 


WHO: World mental health report: Transforming mental health for all - executive summary (16 
June 2022) 


"Mental health is critically important to everyone, everywhere. All over the world, mental 
health needs are high but responses are insufficient and inadequate. The World mental 
health report: transforming mental health for all is designed to inspire and inform better 
mental health for everyone everywhere. Drawing on the latest evidence available, 
showcasing examples of good practice from around the world, and voicing people’s lived 
experience, it highlights why and where change is most needed and how it can best be 
achieved. It calls on all stakeholders to work together to deepen the value and commitment 
given to mental health, reshape the environments that influence mental health, and 
strengthen the systems that care for mental health." 


Journal Articles 


CNS Drugs: Post-COVID-19 Depressive Symptoms: Epidemiology, Pathophysiology, and 
Pharmacological Treatment (21 June 2022) 


"The Coronavirus Disease 2019 (COVID-19) pandemic is still spreading worldwide over 2 
years since its outbreak. The psychopathological implications in COVID-19 survivors such as 
depression, anxiety, and cognitive impairments are now recognized as primary symptoms of 
the “post-acute COVID-19 syndrome.” Depressive psychopathology was reported in around 
35% of patients at short, medium, and long-term follow-up after the Severe Acute 
Respiratory Syndrome Coronavirus-2 (SARS-CoV-2) infection. Post-COVID-19 depressive 
symptoms are known to increase fatigue and affect neurocognitive functioning, sleep, 
quality of life, and global functioning in COVID-19 survivors. The psychopathological 
mechanisms underlying post-COVID-19 depressive symptoms are mainly related to the 
inflammation triggered by the peripheral immune-inflammatory response to the viral 
infection and to the persistent psychological burden during and after infection. The large 
number of SARS-CoV-2-infected patients and the high prevalence of post-COVID-19 
depressive symptoms may significantly increase the pool of people suffering from 
depressive disorders. Therefore, it is essential to screen, diagnose, treat, and monitor 
COVID-19 survivors’ psychopathology to counteract the depression disease burden and 
related years of life lived with disability. This paper reviews the current literature in order to 
synthesize the available evidence regarding epidemiology, clinical features, neurobiological 
underpinning, and pharmacological treatment of post-COVID-19 depressive symptoms." 
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BMJ Mil Health: Addressing moral injury in the military (15 June 2022) 


"Moral injury is a relatively new, but increasingly studied, construct in the field of mental 
health, particularly in relation to current and ex-serving military personnel. Moral injury 
refers to the enduring psychosocial, spiritual or ethical harms that can result from exposure 
to high-stakes events that strongly clash with one's moral beliefs. There is a pressing need 
for further research to advance understanding of the nature of moral injury; its relationship 
to mental disorders such as posttraumatic stress disorder and depression; triggering events 
and underpinning mechanisms; and prevalence, prevention and treatment. In the 
meantime, military leaders have an immediate need for guidance on how moral injury 
should be addressed and, where possible, prevented. Such guidance should be theoretically 
sound, evidence-informed and ethically responsible. Further, the implementation of any 
practice change based on the guidance should contribute to the advancement of science 
through robust evaluation. This paper draws together current research on moral injury, 
best-practice approaches in the adjacent field of psychological resilience, and principles of 
effective implementation and evaluation. This research is combined with the military and 
veteran mental health expertise of the authors to provide guidance on the design, 
implementation and evaluation of moral injury interventions in the military. The paper 
discusses relevant training in military ethical practice, as well as the key roles leaders have 
in creating cohesive teams and having frank discussions about the moral and ethical 
challenges that military personnel face." 


JAMA Netw Open: Estimated Prevalence of and Factors Associated With Clinically Significant 


Anxiety and Depression Among US Adults During the First Year of the COVID-19 Pandemic (15 
June 2022) 


"Question: How much did clinically significant anxiety and depression increase among US 
adults during the first year of the COVID-19 pandemic? 


Findings: In this survey study of more than 1.4 million respondents in the US Behavioral Risk 
Factor Surveillance System survey, responses to a screening question calibrated to a 4-item 
Patient Health Questionnaire score of 6 or greater suggested that aggregate prevalence of 
clinically significant anxiety and depression increased only modestly overall among US 
adults in 2020 compared with 2017 to 2019. 


Meaning: This modest estimated aggregate increase could mask more substantial increases 
in key population segments (eg, first responders) and might have become larger in 2021 and 
2022." 
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Other Infectious Diseases and Public Health Threats 
News in Brief 
"Covid is making flu and other common viruses act in unfamiliar ways" (WP). 


"Study documents rise of antibiotic-resistant typhoid" (CIDRAP; see also: Lancet Microbe 
paper). 


"EPA warns toxic ‘forever chemicals' more dangerous than once thought" (WP). 


"Ancient DNA traces origin of Black Death — Genomes show that plague-causing bacteria found 
in Kyrgyzstan graves are direct ancestors of those that triggered the medieval pandemic" 


(Nature; see also: Nature paper and podcast). 
Long Reads 


"Africa's outbreak sentinels — How monitoring wildlife can prevent the next pandemic" (Nat 
Med). 


Special Reports and Other Resources 


CF: Meeting America's Public Health Challenge — Recommendations for Building a National 


Public Health System That Addresses Ongoing and Future Health Crises, Advances Equity, and 
Earns Trust (21 June 2022) 


"More than 1 million Americans have died from COVID-19, a toll that exceeds the total 
number of U.S. combat deaths from all wars since the nation’s founding. The United States 
is also failing to protect millions of people from growing health challenges, such as 
overdoses, diabetes, and maternal mortality. The scale of these challenges justifies the 
development of a national public health system to save lives every day and better prepare 
for future emergencies. The Commonwealth Fund Commission on a National Public Health 
System finds that: 


e Public health efforts are not organized for success. Despite dozens of federal health 
agencies and nearly 3,000 state, local, tribal, and territorial health departments, there 
is no single person or office at the U.S. Department of Health and Human Services to 
lead and coordinate the nation’s public health efforts. 

e Public health funding is not sufficient or reliable. The chronic underfunding of public 
health has left behind a weak infrastructure, with antiquated data systems, an 
overworked and stressed workforce, laboratories in disrepair, and other major gaps. 

e Expectations for health agencies are minimal. Funding is not tied to a set of basic 
standards for the capabilities of state, local, tribal, and territorial health departments. 
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e The health care system is missing opportunities to support health improvement. It is 
difficult to convert collaboration with public health agencies during emergencies into 
sustainable work to address day-today health challenges. 

e The public health enterprise is facing a crisis in trust. This crisis relates to experiences 
with racism and discrimination, ideological opposition, and misinformation. 


The United States should build a national public health system to promote and protect the 
health of every person, regardless of who they are and where they live; implement effective 
strategies with others in the public and private sectors; respond to both day-to-day health 
priorities and crises with vigor and competence; and, in the process, earn high levels of 
trust.... 


Modernizing public health in the United States is not a simple task, but it cannot be ignored. 
The window for change is open, and the moment of opportunity is now." 


Journal Articles 


MMWR: Notes from the Field: Diagnosis and Investigation of Pheumonic Plague During a 
Respiratory Disease Pandemic — Wyoming, 2021 (17 June 2022) 


"Overlooked diagnoses of rare pathogens can lead to significant consequences. This 
investigation highlights challenges associated with diagnosis and treatment of an illness 
from a rare pathogen whose symptoms mimic those of a pandemic illness, in this case, 
COVID-19. Timelier diagnosis might have resulted in initiation of effective antibiotic 
treatment closer to disease onset and decreased illness severity and hospitalization. 
Clinicians should be aware of the possibility of plague in patients with compatible symptoms 
and exposure history in areas where plague is endemic." 


Special Topic: Monkeypox 
News in Brief 
"U.S. CDC confirms evidence of local monkeypox transmission" (Reuters). 


"WHO will rename monkeypox virus to minimize stigma, racism" (Bloomberg; see also: 
Virological.org paper). 


"WHO says it's investigating monkeypox DNA in semen" (CIDRAP). 


"Monkeypox outbreak strain has far more mutations than expected" (Medpage; see also: Nat 
Med paper). 
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Monkeypox may have been silently circulating in people since 2018 (NYT). 


"U.S. monkeypox response mirrors early coronavirus missteps, experts say" (WP). 


Special Reports and Other Resources 


WHO: Vaccines and immunization for monkeypox: Interim guidance, 14 June 2022 (14 June 
2022) 


"The goal of the global outbreak response for monkeypox is to control the outbreak, and to 
effectively use strong public health measures to prevent onward spread of the disease. 
Judicious use of vaccines can support this response. This interim guidance, developed with 
the advice and support of the Strategic Advisory Group of Experts (SAGE) Ad-hoc Working 
Group on smallpox and monkeypox vaccines, provides the first WHO recommendations on 
vaccines and immunization for monkeypox. Key points follow. 


e Mass vaccination is not required nor recommended for monkeypox at this time. 

e For contacts of cases, post-exposure prophylaxis (PEP) is recommended with an 
appropriate second- or third-generation vaccine, ideally within four days of first 
exposure to prevent onset of disease. 

e Pre-exposure prophylaxis (PrEP) is recommended for health workers at risk, 
laboratory personnel working with orthopoxviruses, clinical laboratory staff 
performing diagnostic testing for monkeypox, and others who may be at risk as per 
national policy. 

e Vaccination programmes must be backed by thorough surveillance and contact- 
tracing, and accompanied by a strong information campaign, robust 
pharmacovigilance, ideally in the context of collaborative vaccine effectiveness 
studies with standardized protocols and data collection tools. 

e Decisions on use of smallpox or monkeypox vaccines should be based on a full 
assessment of risks and benefits on a case-by-case basis. 


Most interim recommendations provided here concern off-label use of vaccines. The 
guidance will be updated as more information becomes available." 


WHO: Clinical management and infection prevention and control for monkeypox: Interim rapid 
response guidance, 10 June 2022 (10 June 2022) 


"In the context of the current multi-country monkeypox outbreak, WHO has developed 
interim rapid response guidance for the clinical management and infection prevention and 
control of monkeypox for health care and community settings. 


It includes considerations for certain populations such as patients with mild disease with 
considerations for community care, patients with moderate to severe disease, sexually 
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active persons, pregnant or breastfeeding women, children and young persons. The 
guidance also addresses considerations for clinical management such as the use of 
therapeutics, nutritional support, mental health services, and post-infection follow-up. 


The document provides guidance for clinicians, health facility managers, health workers and 
infection prevention and control practitioners including but not limited to those working in 
primary care clinics, sexual health clinics, emergency departments, infectious diseases 
clinics, genitourinary clinics, dermatology clinics, maternity services, paediatrics, obstetrics 
and gynaecology and acute care facilities that provide care for patients with suspected or 
confirmed monkeypox." 


Journal Articles 


JAMA: Monkeypox in 2022—What Clinicians Need to Know (13 June 2022) 


This succinct review covers the history, prevention, clinical symptoms, diagnosis, and 
treatment of monkeypox. 


Infect Control Hosp Epidemiol: Monkeypox transmission following exposure in healthcare 
facilities in nonendemic settings: Low risk but limited literature (09 June 2022) 


"Transmission risk of monkeypox in healthcare settings outside endemic regions has not 
been well defined. A rapid review of the literature, including cases outside monkeypox- 
endemic regions from 2000 to 2022 identified a single reported case of transmission. 
Available literature is limited by nonstandardized exposure definitions and limited detail 
describing exposures." 
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